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IN THE CLAIMS: 



Copy 



Please amend the claims as follows: 



40. (amended) Art agent for use against a living organism, 
said agent comprising an\ oligodeoxynucleotide in a stabilized form 
to inhibit degradation \by said living organism and having a 
nucleotide sequence substantially complementary to a base sequence 
of at least a portion of Wesbenger ribonucleic acid coding for a 
protein vital to se/id torg^Aism's viability and capable of 
hybridization with sjaid^mes^enaer ribonucleic acid so as to 
substantially block tj^slakaon of said base sequence and inhibit 
synthesis of said protein aflter introducing into said organism. 
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^^In claim 41, line 2, delete "oligonucleotide" and insert 
therefore — oligodeoxynucleotide. — 

In claim 42, line 2, delete "oligonucleotide" and insert 
therefore — oligodeoxynucleotide. — 

In claim 43, line 2, delete "oligonucleotide" and insert 
therefore — oligodeoxynucleotide. — 

45. (amended) An agent\for use in controlling synthesis of 
a protein, said agent comprising an oligodeoxynucleotide in a 
stabilized form to inhibit degradation and having a nucleotide 
sequence substantially complem^^ary^to a base sequence of at least 
a portion of messenger ribomibleifc acid coding for said protein and 
capable of hybridization witfh sa$fi messenger ribonucleic acid so 



as to substantially block tlransLtftion/of said base sequence and 
inhibit synthesis of said pWeitrafter introducing into said 



organism. 



In claim 46, line 2, delete "oligonucleotide" and insert 
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erefore — oligodeoxynucleotide. — 



fn claim 47, line 2, delete "oligonucleotide" and insert 
therefore — oligodeoxynucleotide. — 



49. (amended) A\ therapeutic agent useful in controlling 
synthesis of a protein firom an organism, said agent comprising a 
stabilized oliao deoxy nucleotide . the sequence of which is derived 
from ribonucleic or deoxyribonucleic acid isolated from said 




(f 



5 



organism, wherein said s/^q&ence lis substantially complementary to 
a portion of messenger /ibomicleir6 acid coding for said protein and 
capable of hybridization wi^tfs^id messenger ribonucleic acid so 
as to substantially brQctexxAanslation of said base sequence and 
inhibit synthesis of said protein after introducing into said 
organism. 

In claim 51, line 2, delete "oligonucleotide" and insert 
therefore — oligodeoxynucleotide. — 

^^-^In claim 52, line 2, delete "oligonucleotide" and insert 
therefore — oligodeoxynucleotide. — 

Add the following claims! 
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— #4*. A method of developing oligodeoxyribonucleotide 
therapeutic agents for use in in vivo infiibition of the synthesis 
of one or more targeted proteins ip^a cell without substantially 
inhibiting the synthesis of non^^argeted proteins, comprising the 
steps of: ;S 

determining tjie base sequence of an organism's messenger 
ribonucleic acid, said base sequence coding for at least a portion 
of said protein targeted for inhibition; 

synfefiesizing an oligodeoxyribonucleotide, the nucleotide 
sequence ox which is substantially complementary to at least a 
portiorr of said base sequence and capable of hybridization with 
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said messenger ribonucleic acid base sequence codinq^f^r at least 
a portion of a protein targeted for inhj^Ttion so as to 
substantially block translation of said ha£e sequence and inhibit 
synthesis of said targeted protein aft^r introducing into the cells 
of said organism, and 

at least a portion of said oligodeoxyribonucleotide being 
a more stable form in-order to limit degradation in vivo . — 
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e method of claiiru8*T, wherein said more stable form 
£photriester form. — 

The method of claim / JMf, wherein said 
oligodeoxyribonucleotide comprises at least/ 14 nucleotides. — 
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The method of claijh J&K, wherein said 
oligodeoxyribonucleotide comprises about/ 23 nucleotides. — 
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The method of claim J8-4*, wherein the order of said base 
sequence is determined from ribonucleic acid or deoxyribonucleic 



acid coding for said targeted, 
oligodeoxyribonucleotide. — 
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The method of claim, 
sequence is determined from 
said targeted protein 
oligodeoxyribonucleotide. — 
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sequence 



The method of clg/lm 
is determined ftfom 



prior to synthesizing the 



wh erein the order of said base 
*ng§?r ribonucleic acid coding for 
:\otc to synthesizing said 



r, wherein the order of said base 
said targeted protein prior to 



synthesizing said oligodeoxyribonucleotide. — 
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The me 
oligodeoxy ribonucleotide 



:hod of claim ^4*, wherein 
is synthesized chemically. — 



said 
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A method of developing oligodeoxyribonucleotide 



therapeutic agents for use in in vivo inhibition of the synthesis 
of one or more targeted proteins in a cell without substantially 
inhibiting the synthesis of non-targeted proteins, comprising the 
steps of: 

determining the base sequence /of an organism^ messenger 
ribonucleic acid, said base sequence cdding for at least a portion 
of said protein targeted for inhibition; 

synthesizing an oligodeoxy Ribonucleotide, the nucleotide 
sequence of which is substantially complementary to at least a 
portion of said base sequence and/ capable of hybridization with 
said messenger ribonucleic^ieitr*Base sequence coding for at least 
a portion of said protein targeted for inhibition so as to 
substantially block translation lod said base sequence and inhibit 
synthesis of said targeted proteinr after introducing into the cells 
of said organism; 

at least a portion ok said oligodeoxyribonucleotide being 
a stabilized form in order tb ]/imit degradation in vivo ; 

cross hybridizing/said oligodeoxyribonucleotide against 
messenger ribonucleic acid from at least one species different from 
said organism; and 

selecting that fraction of the oligoribonucleotide which 
does not so hybridize bo as to increase the specificity of the 
selected oligodeoxyribonucleotide to messenger ribonucleic acid 
unique to said organis 
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A method of selectively inhibiting in vivo synthesis 
of one or more specific targeted prote>rfs without substantially 
inhibiting the synthesis of non-tarcjer£ed proteins, comprising the 
steps of: 

synthesizing aii^/^oligodeoxyribonucleotide having a 
nucleotide sequence substantially complementary to at least a 
portion of the bas^^equence of messenger ribonucleic acid coding 
for said targeted protein; 

least a portion of said oligodeoxyribonucleotide being 
in the^fbrm of a phosphotriester to limit degradation in vivo ; 



